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Aseptic Meningitis in Kikuchi’s Disease
Hyun-Duk Yang, M.D., Sung-Ik Lee, M.D., Il-Hong Son, M.D., Seung-Han Suk, M.D.
Department of Neurology, Wonkwang University College of Medicine, Sanbon Hospital, Gunpo, Korea
The involvement of the nervous system in Kikuchi’s disease (KD) is rare. Although some reports of meningeal 
involvement in KD were described in the literature from Japan, it has rarely been reported in Korea. A 23-year-old 
man presented with severe headache, fever, and vomiting. Cerebrospinal fluid (CSF) analysis revealed an opening 
pressure 300 mmH2O, WBC 283/mm
3, glucose 44 mg/dl and protein 86 mg/dl. Multiple tender lymph nodes on the 
left anterior neck were found on the 9
th day of his hospital stay. The lymph node biopsy disclosed histopathologic 
features typical of KD. We report a patient with KD accompanied by aseptic meningitis, emphasizing the importance 
of recognizing this disorder in diagnosing patients with meningitis.
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Kikuchi’s disease (KD) or subacute histiocytic 
necrotizing lymphadenitis is a benign disorder distin-
guishable from other types of lymphadenitis and 
malignancies. It affects mainly young women and 
presents with cervical lymphadenopathy and fever.
1,2 
Coexistent findings such as sore throat, headache, 
elevated serum transaminase levels, and skin rash occur 
in some patients, especially in those with fever.
3 
Leukopenia and elevated erythrocyte sedimentation rate 
(ESR) are usually observed.
4 Characteristic histologic 
findings consist of proliferation of lymphoreticular cells, 
karyorrhexis, and a variable degree of necrosis. This 
self-limited reactive process should be differentiated 
from malignant lymphoma or systemic erythematosus. 
The course is usually benign; spontaneous resolution 
usually occurs within 2~3 weeks.
5 However, a fatal case 
involving the myocardium during the active phase of the 
disease has been reported.
6 The involvement of the 
nervous system is rare. A few patients with meningeal 
involvement were described in the literature from Japan. 
However, only few cases of aseptic meningitis in KD 
have been reported in Korea.
7 We report such a patient. 
CASE REPORT
A 23-year-old, previously healthy man presented with 
a 4-day history of severe headache, fever and vomiting. 
On admission, the temperature was 38.1℃. Signs of 
meningeal irritation were absent. The results of the 
neurologic examination were normal. Laboratory data 
showed a white blood cell count of 4,580/mm
3 and an 
ESR of 37 mm/hr. Anti-nuclear antibody, heterophil 
antibody, and ASO tests were all negative. Serum and 
CSF antibody tests for cytomegalovirus, herpes simplex 
virus, varicella zoster virus, rubella virus, and Ebstein- 
Barr virus were all negative. The Widal test was 
negative and serological tests for Korean hemorrhagic Yang HD, et al. Aseptic Meningitis in Kikuchi’s Disease 
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Figure 1. Microscopic view of the left cervical lymph node
biopsy specimen. The specimen shows many karyorrhectic debris
with histiocytes and immunoblasts, but without neutrophils 
(H&E, ×1000).
fever, tsutsugamushi disease, or leptospirosis all were 
negative.
The MRI of the brain was unremarkable. CSF 
analysis revealed clear CSF with an opening pressure 
300 mmH2O, RBC 0/mm
3, WBC 283/mm
3 (monocytes 
98%), glucose 44 mg/dl (blood glucose 79 mg/dl), 
protein 86 mg/dl, and ADA 15U/L. Polymerase chain 
reactions for mycoplasma were negative. He was 
diagnosed as having aseptic meningitis. On the 9th 
hospital day, multiple tender lymph nodes on the left 
anterior neck were found. The lymph node biopsy 
disclosed histopathologic features typical of histiocytic 
necrotizing lymphadenitis (Fig. 1). He was discharged 1 
month after admission. CSF abnormalities and 
lymphadenopathy resolved with no specific therapy, and 
he was fully recovered at 4
th months of follow up. There 
was no recurrence of lymphadenopathy or meningitis to 
date, 36 months after the initial admission.
DISCUSSION
The etiology of KD is still unknown. A few previous 
reports suggest that viral infection plays a role in its 
pathogenesis.
1,2 Although Ebstein-Barr virus or toxo-
plasma have been proposed as the causative agent, some 
investigators think that this is a kind of hyperimmune 
lymphadenitis induced by sensitized T cells. However, 
the nature of the proliferating mononuclear cells has not 
yet been clarified.
1,6,8 Although the involvement of the 
nervous system is rare, aseptic meningitis, acute 
cerebellar ataxia, acute brachial neuritis and brainstem 
encephalitis have been reported to be complicated with 
KD.
7,9-15 Because both KD and aseptic meningitis may 
be associated with viral infection, a common factor 
possibly related to viral infection may cause aseptic 
meningitis in the nervous system and KD in the 
lymphatic system.
Although KD has been known to have a predilection 
for young woman, the present case was a young male. 
Some suggest that aseptic meningitis with KD is more 
likely to occur in males than in females,
9 but further 
epidemiological study is required to prove this. Most 
cases of aseptic meningitis in KD have been reported in 
Japan. The incidence of such cases in Korea may have 
been underestimated. There are some patients with KD 
who complain of severe systemic symptoms such as 
fever and headache during the course of the disease. The 
presence of aseptic meningitis should be suspected in 
this condition. KD should also be suspected in patients 
with meningitis of unknown etiology. We emphasize that 
KD with aseptic meningitis might be overlooked in 
Korea, because most of the cases worldwide (11 of 13 
cases) have been reported in Japan,
7,9-11 a nearby country 
with similar environments.
REFERENCES
1. Dorfman RF, Berry GJ. Kikuchi's histiocytic necrotizing 
lymphadenitis: an analysis of 108 cases with emphasis on 
differential diagnosis. Semin Diagn Pathol 1988;5:329- 
345.
2. Garcia CE, Girdhar-Gopal HV, Dorfman DM. Kikuchi- 
Fujimoto disease of the neck: update. Ann Otol Rhinol 
Laryngol 1993;102:11-15. 
3. Itoh H, Shimasaki S, Nakashima A, Ohsato K, Tokikuni 
N, KitajimaC. Sweet's syndrome associated with subacute 
necrotizing lymphadenitis. Intern Med 1992;31:686-689.
4. Dorfman RF. Histiocytic necrotizing lymphadenitis of 
Kikuchi and Fujimoto. Arch Pathol Lab Med 1987;111: 
1026-1029.
5. Norris AH, Krasinskas AM, Salhany KE, Gluckman SJ. 
Kikuchi-Fujimoto disease: A benign cause of fever and Journal of Clinical Neurology: Vol. 1, No. 1, 2005
- 106 -
lymphadenopathy.  Am J Med 1996;101:401-405.
6. Chan JK, Wong KC, Ng CS. A fatal case of multicentric 
Kikuchi's histiocytic necrotizing lymphadenitis. Cancer 
1989;63:1856-1862.
7. Rho NK, Choi SJ, Jeong CW, Lee ES. A case of 
Kikuchi's disease (histiocytic necrotizing lymphadenitis) 
with cutaneous involvement presenting as aseptic 
meningitis.  Korean J Dermatol 2001;39:896-901.
8. Asano S, Akiake Y, Jinnouchi H, Muramatsu T, Wakasa H. 
Necrotizing lymphadenitis: a review of clinicopathological, 
immunohistochemical and ultrastructural studies. Hematol 
Oncol 1990;8:251-260.
9. Sato Y, Kuno H, Oizumi K. Histiocytic necrotizing 
lymphadenitis (Kikuchi's disease) with aseptic meningitis. 
J Neurol Sci 1999;163:187-191.
10. Debley JS, Rozansky DJ, Miller ML, Katz BZ, Greene 
ME. Histiocytic necrotizing lymphadenitis with auto-
immune phenomena and meningitis in a 14-year-old Girl. 
Pediatrics 1996;98:130-133.
11. Mathew LG, Cherian T, Srivastava VM, Raghupathy P. 
Histiocytic necrotizing lymphadenitis (Kikuchi's disease) 
with aseptic meningitis. Indian Pediatr 1998;35:775-777.
12. Atarashi K, Yoshimura N, Nodera H, Tsukimoto K, Beppu 
H, Kanayama M. Recurrent histiocytic necrotizing lympha-
denitis (Kikuchi's disease) in an human T lymphotropic 
virus type I carrier. Intern Med 1996;35:821-825.
13. Nagata A, Shoji H, Kaji M. A case of subacute 
necrotizing lymphadenitis with acute cerebellar ataxia. 
Rinsho Shinkeigaku 1986;26:354-357.
14. Sugiyama A, Araki E, Arakawa K, Kikuchi H, Iwaki T, 
Yamada T, et al. A case of subacute necrotizing 
lymphadenitis complicated with brachial plexus neuritis. 
Rinsho Shinkeigaku 1998;38:941-944.
15. Shafqat S, Memon SB, Hyder S, Hasan SH, Smego RA 
Jr. Brainstem encephalitis with Kikuchi-Fujimoto disease. 
J Coll Physicians Surg Pak 2003;13:663-664.